Metabolic exchange with the vitreous or via the outer retina may mitigate the effects of retinal
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SUS capillary non-perfusion on the inner retina, and it is widely held4,9,10,1I that the angiogenic factor is derived from hypoxic (rather than anoxic) 
Intraocular Diffusion of Angiogenic Factors
Ashton4 suggested that the angiogenic factor from hypoxic retina "seeps into the vitreous"
where it reaches a concentration sufficient to Thus for angiogenesis to occur both migration and proliferation are needed. 
Lumen formation

Preretinal vasoproliferation
Archerl4 in a detailed study of proliferative retinopathy in primates showed that the capil laries entering the preretinal space were in the shape of delicate loops but the mechanism of their formation is obscure and the same is probably true of the human retina (Fig 5) . Finally, by analogy with the spindle cell van guard described in normal retinal angiogenesis and in ROP,67 it is conceivable that they are a source of angiogenic factor. 68
The new vessels need a substrate on which to grow, it having been observed that proliferation in response to an ESAF as described by Elstow et al69 will not occur in the absence of collagen.
The presence of a collagenous substrate may also be a factor in the capacity to form a lumen 70 , 71
and on pericyte differentiation. 72 In part the effect of the collagen is to offer structural sup-port, possibly by providing a surface on which laminin and fibronectin can be deposited.73
Maturation of preretinal vessels
As As already described retinal neovasculari sation consists of four major events; (1) basement membrane breakdowns, (2) endothelial cell migration, (3) endothelial cell proliferation, (4) vessel remodelling. 18
The progress of these various activities is sub ject to modification by a range of soluble factors, which affect endothelial cell proliferation and which are referred to as angiogenic factors.
Angiogenic Factors
The RPE-conditioned medium + varying concentrations of retinal crude extract. Bar denotes SEM.
mitogenic effect of retinal crude extract is enhanced by RPE conditioned medium (Fig 7) . that vitreous removed four days after panretinal photocoagulation of adult pigs had no effect on the proliferation of bovine retinal microvascular endothelial cells in basal medium but inhibited proliferation in growth medium (Fig 8) . In summary, the pathogenesis of neovascula risation is highly complex. We have reviewed the 
